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DECLARATION OF DR. JACK L ARBISER 
i : I, Jack L. Atbiser declare as foUowa: 

1. Iamaco-tivv^itorofl]»su1]jectinatierofthe8bo««-^ 

tppUcation. 

2. lamadtiaenoftheUmtedStatesof Ainerica. 

3. tn 1983, 1 Koavpd a B.S. degree in Chemistry fiom Ematy Uoivetstty, 
Atlanta, Georgia. 

4. In 1991, 1 received a Ph.D. d^e in Oeoetics and a MD degree in Medicine 
ftom Harvard Medical School, Boston, Massadiusetts. 

5. From 1994-1998, 1 participaied in the Howard Hughes Postdoctoral 
FeUowsthip, Laboratory of Judah Folkman, MX»„ Harvard Medical School, Boston 
Jli^tosachusetts. 

6. Since 1991, 1 have studied dxe tnedianisnis of how oncogenes and tumor 
suppressor genes regulate angiogenesk and tmnoiigenens. Tbis work has resulted in fl» 
jPcdaratfoD of Dr. Jack L. Arbiwr 9-10 i g.^. ,o/502,Me 
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16. From 1 991 to 1992, 1 was an latent in Interoal Medleine, Beth Israel Hoqntal, 
Boston. Massadnisetts. 

17. ¥nm 1985 to 1991, 1 was in the Medical Sciendst Trainii^ Program, 
Department of QeneUcs, Hatvaid Medical School, Boston, Massachusetts. 



18. In 1984, 1 was a Reseateh As^stan^ Department of RheuKiwtoIogy, 
Mtasashiisetts General Hospital, Boston, Massachusetts. 

19. In 1983, 1 was a Research Assistant, Depaitment of Pediatrics, Emmy 
Vnivernty, Atlanta, Georgia. 

20. In 1979, 1 was an Undetgraduaite Research Assistant, Department of 
Chanistty, Emory University, Atlanta, Georgia. 

21. I have teceived numerous awards and honois for my scientific -woAi includiog 
leoeiving die Albert E. Levy Scientific ReseanA Award for Senior bivestigator in 2007, and 
receiving the Emory Scihool of Medicine Dean's Clinical Scholar aw«d from 2000-2003 and 
2004->2006 among other awanis and honots. 

22. 1 am a member of the l&nory Medical Student Resean^ Committee (2001- WOZ 
present) and the VA Research and Develo^ent Committee C2007'^ptesent). T am also a member 

of the Dermatology Foundation Metical and Scientific Committee External Advisory Board, 
Univeraity of Aiiama Cancer Center, the Sturge-Weber Foundation Scientific Advisoiy Board 
(?001-presimt) and the American Academy of DetmatoIogy-NAIDlJaison (1998-^1^^ I 
was an Oiganizer for the 48* Montagna Annual Symposium on the Biology of SKn, Soowmass 
Colorado (1999). I have been a Membership Chair of the Society for Kavestigalive Demiatology 
(2001-2002) and a ResidentFellow Representative for the Society of Investigative Detmatology 
Dj^<«ofllr.J.ckL.ArW-er9-10 3 SJ^ 10/502,080 
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(1995-1997), 

23. 1 have been & member of the foUowitxg societies: tbe Aiwricm Associaticm 
ftnr Caaicer Research, The Sodety for Investigative Demiatology, the American Academy of 
liermatology, fhe Tuberoua Sclerosis AiUance, the Dennatotogy Foundation and tlte Sturge- 
Weber Foundation. 

IMC/) 

24. 1 am on the Editorial Boards for Pigment Cell Research (2007-|B3M6iir) and 
Journal of Investigative Dermatology (2001 ^aent). I have been on the Editcmal Boaids for 
Journal of the Cutaneous Medicine and Suirgery (2002-2005) and Jounxal of tibte Am^can 
Academy of Dmnaldogy (2001-2004). I was also a Guest Editor for Seminars in Cancer 
Biology» Karolinska Institute. 

25. I bsve published over^jeCTscientiiic pqiers and I have publisbed extensively 
i|i llie aetentific area of cancer research, including the medianism by which cancer occurs, 
including the rale of angiogenesis in cancer potiwgBnesis, Including tumorigeaesis. 

26. I am familiar witfi United States patent eppUcation serial number 
SQ/502.080,ofM4ijchIamaco-inyentoir. J understand that the presently pending claims are 
directed to a method of treating cotcer or a tumor in a patient comjmsbg administering to a 
patient in need an elective amount of a composition Miiidi co^^ffi6e$ a conqpound as otherwise 
«t forth in the presently pending claims, namely claims 40, 50-56 and 66. Essentially, the 
liwaentiy pending claims aie directed to the discover that compositions which contun effective 
•mounts of a compound as otherwise set forth in the presently pending claims an effective to 
«eat a number of cancers and tumors. TWs is based upon the feet that the compounds which are 
set forth in presentiy pending claims 40, 50-56 and 66 Inhibit cancer and/or tumor giwwth by a 
ttJechanism wWch infaibitft angiogenesis in the canoei/tumor tissue. By inhibiting angiogenesia, 
the presendy claimed methods provide a generic approach to the treatment of any number of 
cancers and tumors as set forth in presently pending claims 40, 50.56 and 66. 

Je^^tio«ofDr.AickUArbl«r9.10 4 S.N. 10/«02,0R0 
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27, It is my opinion that the piesently claimed methods of treating tumors 
tnad/or cancer are useful atid are expected ID woili as described, isao 
itnpoitanf mecbenism by way tumois and/or cancer graw and elaborate and the piesently claimed 
methods set forth in pending claims 40^ S0-S6 and 66 are directed to melbods which utilize tiie 
inhibitioa of aitgiogenesis a$ a general medhaniam to treat tumor and/or cancet. 

28. Angiogenesis comprises the development of a new vasculature for a tissue 
With increased metabolic d«naad. In aduk life, the new tissue is likdy to be a tumor or cancer, 
either benign or malignant, or an Lnflanunatoiy process, such as psoriasis, inflammatoiy bowel 
disease, arthtitis, asthma, multiple sclerosis, type II diabetes, lupus, and other diseases. The 
m^or sources of die blood vessel cells (esndothetial cells) that are requited for this process are 
recruitmTOt of blood vessel cells from local pre-existing capillaries, or rectuitinent of cells fioro 
bone matrow that can turn into endothelial cells. Both |»ocesses contribute to dw 
vasculariffltion of a tumor or an inflammatory process. One of the commonalities of both 
ifflflammdtojy and tumor derived (neoplastic jprocesses) is that they elaborate factors that lecndt 
ttidothclial cells. The major lEactors fcr these processes include vascular endothelial growth 
fcctor (VEGF), basic fibroblast growdi faotor (bFOF), inflammatofy cytokines (such as 
hiterleukin-S, and oiber factors), which Stimulate die migration and prelij^tion of endothelial 
cells. The laboratory of Judah Folkman, MD, proved the absolute requirement of angiogeneNs 
fbr the growth of malignant tumors, obesify, maintenance of pregnancy, and development of 
atherosclerotic plaques. Based upon this pioneering worts, angiogenesis inhibitoxs have been 
developed for die treatment of human diseases, in particular the treatment of tumors and cancer. 

29. Two strategies have beat developed for the assessment of anpogenesis 
inhibitors. The iirst is direct inhibition, in which the activity of growth fiictors on the leceptots is 
directly antagonized. The second is indirect inhibition, in which the ability of tumois to produce 
growth fectors is inhibited. Hje phosphoinositol-3 kinase padiway, which is activated in virtually 
all nrnwrs, is implicated in both direct and indirect angiogenesis inhibition. 

Declaration of Dr. Jack L.Airlii9er9u]0 5 iA«n-»«-* 
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30. Direct entiangiogeDesiB i&hihilion is now in clinical use for the tieaimeot of 
cancer. The most promiDcnt example is that of svasdn (bevadzumab) that directly blo<^ die 
activity of VEGF on eodotheli^ cells. Avastin is commonly used for the treatment of kidney 
and colon cancer, and more wceady in brain cancer (glioblastoma). While avastin has been 
flhown to be of clinical benefit, it is not curative and has well known side effects, such as 
hypertension and bleeding. In addition, the tmnor hypoxia diat Is induced by avastin is thought 
tb cause adqptatioo in ^e tinnor, such as increased local invasion and elaboration of mote growth 
fretors in «xlcr to relieve the avastin-induced tumor hypoxia. Other strategies are being 
developed, but it is likely that any stmtegy that increased tumor hypoxia by itself will ultimately 
not cute a tumor. 



3 1 . Indirect inhibition of angiogenesis is an attractive strategy that has not been 
sufficiently explored. My studies m the Folkman lab, published in the Proceedings of the 
National Academy, were the first to demonstrate that blockade of phosphoinositoI-3 kinase was 
able to inhibit the growth of a tumor in vivo. Blockade of phosphoinositol-S kinase is an 
attractive strmegy for seven! reasons. First, it blocks the production of gx«wth ftctoiv by the 
tumor. Second, it causes increased apoptosis (programmed ceil death) in tumors themselves. 
Finally, it is believed to prevent the metabolic adaptations in tumors caused by antiangiogenic 
Aeiapies. Since phosphoinositol-3 kinase is such an important target, we legud it as a major 
fcctts to inhibit this pathway and to treat nmiow and cancer. We discovered that soleaopsin. a 
naturally occurring alkaloid in the venom of the fiie ant (Solenopsis invicta), is a potent inhibitor 
of this enzyme. In addition, we have shown that this compound claimed in the present invention 
IsapotenttoWbltorofangiogenesisintiheasbrafishmodcL See the attached references, AiWser, 
et al, Blood, 1 5 January 2007. Vofame 1 09, Number 2, pages 5<S0.565 and Park, et aL. Jourwrf o/ 
mctious Diseases, 15 October 2008, 198, 1198-201. TTie inhibitory activity. smaU moleoulat 
size and staWWty of solenopsin. which make it amenable to topical, systemic and oral 
administration, make it an attractive molecule for the treamicnt of tumors and cancer, tt thus 
represents dose to an ideal compound for providing generic theiapy against a variety of 
cancerous tissue. 

Djcla^«onofDr.J«kL.Arbber9-I0 6 S J.. M>«,2,0«l 
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32. Given the exceptional inhibitoiy activity solencqpsln displays against 
|iiosphoixiosito^3 klsase and die direct and indirect role that phosphoinositol-3 kinaae plays in 
promoting angiogenesis, a critically important pxocess in tumor/cancer growth and elaboration, it 
la my expectation that solmopsin will prove to be an effective ag^t against tumors and cancer 
inhibiting angiogenesis in cancer tissue through pho$phoino3itol-3 kinase^ By virtue of the 
Jnhibitoiy activity of the cotnpounda which are presently claimed in tfie pending claims which 
« directed to amethod of treating tumors and cancer> it is my expectation that these compounds 
will prove to be effective anti-cancer a^ts against a broad range of tumors and cancer. 



knowledge are true and that all statements made on infortnation and belief are believed to be 
true; and further that these statements were made with the knowledge that willfid fiUse 
statements and the like so made are punishable by fine or tnq)risonmem, or both, under Section 
lOOl of Title 18 of the United Stotes Code, and that such willful &Ise statements may jeopatdi» 
die validity of tho application or any patent issued iherwn, 



33. I further declare that all statements made herein of my own personal 



Date: 




ik L. Abisetf MD, PhD 
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